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(54) Title: IMMUNOTHERAPEUTICS FOR CANCER 

(54) siifla**!*: is:><D^&mmm 

(57) Abstract: It is intended to provide a novel means for a novel immunotherapy under paying attention to the effects of activating 
NK cells, activating NKT cells, inhibiting angiogenesis, inducing IL-12 production and inducing IFNy production. More specifi- 
cally speaking, a novel use of immunotherapeutics for cancer characterized by comprising, to treat cancer depending on tissue and/or 

tissue type, classifying the treatment mechanisms at least into; (1 ) an effect of inhibiting angiogenesis; (2) an effect of inducing Thl 
cytokines (TNFOf, IFN y and IL-12) and activating CTL; (3) increasing NK cells or activating the same; and (4) increasing NKT 
cells or activating the same, then measuring markers corresponding to respective effects, analyzing the measurement data depending 
on cancer tissue and/or tissue type, and thus selecting a prescription appropriate for the cancer tissue and/or tissue fype. 
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^ffiJMfis mmJi^X^ :L:n^mm^ti^ t :i:5(D, 0:2^#fF|HI:}K#-^2 0 0 1 

-312051, 2001-341116, 2002-62373, 2002- 

1 3 9 0 0 4^>h(Dm^m^m^ir^o 

:^mmn. NKmmcommtm. nkt mm<Dmmhm. M^mmmm. iL-12 
(Dmm&^mRxf^ ifny (Dmmm^m(DmmKmB \^f^m:^mmm(Drz.j^(Dmm. 

iffl^(^sft{titg, NKT^jjacorstt^btg. ikwm^m.mms ih-i2 (Dwmm^mR 

ii^"^ (malignant neoplasms) (cancer) fc(±^'-&^Ofc26(c:^^/ce%@ 

^iJr — 1 2 (IL-12) ^^#:f^Trf|^-t- § i^KO^MI^fei* @ L, 
y 3^;^^;(jpXi^^S-€:(D:mti^^i-S - ^ ^l^m L, ff:fe^^^fe (Novel 
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Immunotherapy for cancer) (NITC) i^jV^^'^^ V fCo 

ttejfe lL-12 . 1i7i:ff:y^j3my!)^h^-h(D(D^i^mziL-i2 g#:?rii:^S^bfcm'^ 

-r^::iti^x^^:^^^^(Dmm^m^m}^\^fcmm^i o-i s 9 e ? o-^^^mo 

IL-12 f*. TNFa->IFNY->IL-12^CTL ^Stt^ V^ 5 /l^— h ■t?=3r ^ — TlfflJiSO^g- 
tt'fk^:^: i ^> 19 IL-12 cDB^ii5t(i. T^0JiS(D?§tt'f[^ 

A7icffljiaL-12 i figijfe: NKT mm(Dmmt:dm::^^^^Mi^^ 

^^#^bTV^So ^&P#(*, NKT |peiS}5S^-r§ Va2 4 V61 1 ^ 

v^5#m^/ceTM^i^g^#: (TCR) ■ibmmir^mmmf.^mmM^m^mM. 

15 h v^/v-fe ^ 5 K^a:-^ bfcffi:;5f ^--^ >^ T-f*. NKT ms^-^^'mt $ tb> 

NKT IBIS (3: f^. ^> 5 — 0(Z)S:^#:^ LT NK IfflJSajrLj^S^ft: (NKR-Pl ; 
t^^:M^Jfm^5 5#4-^2000^8 1 8~8 2 3 i^) o NKR-Pl ^ NKT 

NKlBJi^(cov^T^)^#:(D^^^:;^'^^'^•^ffi^3:#^5^v^5#^;e5^=c$tbTV^:5;as. 

:Ltiii'x:NKms^(Dm±t^mmfj:ifi^'>^j}^t^mm^T. iL-12 (jom^p^ 

25 fc f{c::Jo{t^trL;^f>'f^.m{c:oV^T(DNKf«©P-%^}4^^!i$tLTV^fCo 
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:$:^0Jf*^ CTL^S-ii (IL-12 C^^^^^fg. IFNy <^«l^*^ti) . 

NK^&tt. ikwm^m.mipm c-vegf: vegf i^^m^m^m^) (D^m (vegf 
:^mm\t. 'i<iKmm(D'^mtm. tw^'mm(o^m\:.-m. i&LWff^^pi^tg. iL-12 

10 

— {di-S w to 

4) tusrj3i:^f^(DM«t-^b. IL-12 (D^^mifcti. RTj-NKmrnommh-mcD 

25 to 

6) UlS^^(D^m^n\^. IFNy (^fl#^felB^ IL-12 (Df|#0^tg, NKlffll&O 
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7) mm^^±&0 ^y(D^mf^ni^ 11.-12 (Dwrnm^m. Rij]kwm±m.m-m(D{i> 

9) m±mm:^^^^(D^w:\^Mv iL-12 (Dmmm^m. r-o^ nkt mmcDmmtm 

10) mm:^iy<Dmw:Km^ I1.-12 (Dmmm^m. NKmm(Dm'm[:mRxj^skw 
10 11) mmm^m<7:>mm^m sk^wmmK^m. ifny co^a^^^ig. ^t>* iL-12 

1 2 ) If ;^f >- M;e ^ u . NK mm(Dmm\^m . nkt ^paia tt^fi^tg. ^ ifny 
1 3) ^n:^><Dmmi^^i^. ^^m^mwm. ifny (Dmmm^m. Rxj^ih-i2 
1 4) w^y^i/^^Bi-^b. NKmm(Dmtitm. nkt mmcommtm. ikwm 

20 < fh i(D^(DmmMm^Mm\^-^—:^-i^-i-^^ to 

1 6) ^;^f^(D^B{ci|^b. NKM<^^mi::tM> NKT ^EBJiSO^mbtgx IL-12 
•^—:^—icir^:i to 

1 7) |ipm;^V(^^g{e:|^b. IFNy (Dfl^M^tg. :S:-a« IL-12 (^^^Mi^tMo 

25 {i^fi:< thi (D^(DmmMm^muv'^—:^—K-t^^to 

1 8 )#;^'i/o^«(c:|^ b.NK^fflJ3S(D|Stt<btg.NKT ^fflJISo^Stt-fbtg.^D^^ IL-12 
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5 

1 ) NK imm.<DWim\:.-m'Ru nkt imm(Dmm\im(D^pf3: <t^i (D^oy^mM 

2) IL-12 (Dm^M^mRXJ^ IFNy (^^^M^itg(^6t'";'=e< t^^l (D^cD^-^mMM 
^amb-v— — fd-f^ 61,3 iJ^Vv;;&>'«3t (61,3-1,6 ISit) ^ ^>o;;5f 

15 ikwmmKmm. iL-12 coft^m^^ig. ifny (Dmmm^m(D{>f^< t 

3) ;'cJ3i:^f^co:fe^m^^J<^;^i5' y-^i/i^f-l^b. IFNy <7)^^M^t^> NKT 

20 4) m±m:^^:y(D:^mm'^M(Dy^^ V IL-12 (Dmmm±m. r 

. 5) %^'iy(D:^mm'MM(D:^i^ V -=-^^^^i^m\^. ifny (Dmmm^m. iL-12 

6) m:ff>(D:^mm^M<D>^i^ V IFNy cD^^m^fg. IL-12 
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9) ^i^ms^:^:yo:>:^mmmM(D:^^ v—=-:yi!^\z.mv. IL-12 <Dmmm^m. 

1 0) mB:^^:^co:^m^^mM<D:^^ y -^^^Izil^b. IL-12 (^)^^0fetg. NK 

to 

1 1) mMm^m(D:^m^^mm(D:^^ V —=->^^i^mi^. M.wm±mmm. ifny 
10 (Dmmm±m. rxj^ iL-12 oft^a^^tso/^^/^c < thi ^mn b-^— td-r^s 

12) ^f^^:y(D:^'mmmm(D:^^ V -=->'^i^mi^. NKmm(Dmiitm. nkt 

15 13) 'i^n:ff>(D:^m^^mM<D:^^ V --^-i^^Kmv. skw^±mwm. ifny 
(Dm^^m^m. rx^ 11,-12 (DmmM^m(D{i^fj:< thi ^amu-^— (c-r^ 

14) m:ff:^(D:^m^^mm<D^^ V —=^:^t!fKm\^. 'NKmm(Dmmt-m. nkt 

iaj3a(^?5mf^tg. IL-12 (Dmmm±m. rxj- ifny oii^0^ti(D^^j^^< t^i 
25 ^smb-^— fc-rs^ to 

1 7) 3^Wc:^^iy(D'^m-h'mn(D:^^ V—=.iy^^\z.m\^. IFNy <^fi*a^tg> 
■0? IL-12 (DmMM^n(D{}^fi:< thl ^m!Sb-^-:;& — fc-r^r to 
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18) m^^:y(D:^mmmm(D:^^ v—:=->^iz.mi^. KKms^(Dmmtm. nkt 

g-f^Ttfefc:, :^:ymiW:(Di'fmmi'f^{>f£< thQskW^r^mmi'fm. (DThl f- 
-r h;^-Y^(TNFa. IFNy. IL-12)^M^b-r CTL ^^mt-t^i¥m. (DNK Iffl 

15 1 ) ©TM b;^7-r :/(TNFa. IFNY^ IL-12)^^^br CTL ^f^m^h-T^i^ 

2) ©Thl •f'-r h;^^>'(TNFa. IFNy. IL-12)^f|^ LT CTL ^^tt^fb-f-Sf^ 

3 ) (DNK mmwi<DmM ^> l < ft ^ (^^sfe^t:^^^ sr^-t- 5 ^mf^mn t ®nkt ^ 

25 
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1) ©Thl f-^ h;57-r V(TNFa, IFNy. IL-12)^^^b-C CTL ^^S'l^-fb-TS^ 

2) ®Thl-^4 h;^^^(TNFa, IFNys IL-12)^^# LT CTL ^jS'l4'ft:t-'5 

10 4) ®jfiLWff^!3a*f^^^^i-5:^'^^0:^S7'^^^Jo 

1) ©Thli^^ b:^-r :/(TNFa. IFNY^ IL-12)^il^ LT CTL ^?^ltt^[i-r Sf^ 

2) @Thl i^^ h;^^^^(TNFa. IFNY^ IL-12)^^^ bT CTL ^^S'l4'fi::-t-5f^ 

20 3 ) ®NK mmm(DmM ^ u < i-t^cof^mt^^ ^m-r^:^mm'mM t ®nkt m 

25 GO:^fi/(D:fe^m^^iJo 

1) (DThl if-r ^(TNFa, IFNy. IL-12)^P^ bT CTL SrStt-fki-^f^ 
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9 

2) @Thlf--f h:^-^ l^iTNFa^ IFNy. LT CTL ^t^ltt^fbi-^f^ 

9. ®J&Lt=ilf^P£*f^^©iiJ^^S VEGF {i:c9^'l'-:h;^fa: (-VEGF) T\ ®Thl 

i^-r h:^7-r v(TNFa.iFNYsiL-i2)^^^L-c CTL ^mmh-r^i'^m<Dm&^. 

IFNySffctMitl (IFNyfit) ^> b < f± IL-12 m^ti:;^(IL-12 ffi)-eXf4 CD8 ( + ) 
10 y-<—y:tV>'U(Dmm'^-:^—-^\ (DNK b < tt-eoiStt-fbf-^^^ffl'J^ 

CD3(-)CD161(+)^3 b< GD3(-)CB16l(+)y<—y^ P Wfi©*®-^^:^ 

--t:\ Rxj^®NKT mmmhv<it^(Dm^'(ti¥m(DWi^t^ cd3(+)cdi6i(+) 

% b< » CD3(+)CDi6i(+)^N-:7;^ y >m(Dmm--r—:^--~xsfj:^^^mi'^mt^ 

15 

h:^'^ >(TNFa. IFNys IL-12)^^^bT CTL ^^mtir^i^m. <DNK 

25 M:^ t #f ffi -t- 6 ^ 

1 1. ^^>^(D:^mmmM<^mm.m^^xh^x^ :ff^:y^m.mmw^ms.mmmK 
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1 0 

h:^-r^(TNFa. IFNY^ IL-12)^^^UT CTL ^^mt-f-^i^m. (DNK 

5 lli^MSiJ{c::»-^lrb. ^>oT. (DThl i^-r h >'(TNFa. IFNy> IL-12)^^^b 

T CTL ^l^'mh-r^i'fF^(D^-dmiiL(Dt^i^. r.om^l^^b/^V^@SOifL;^f 

t^m-t^^\ X«(DThl 1?-^ h:*^>'(TNFa. IFNY^ IL-12)^il^bT CTL 

10 

f-'f h;^7-r >^(TNFa. IFNy. IL-12)^il^bT CTL ^m'mt-T^i'fm. @NK 
b< (±-^0?S'l4'fl::f'^ffi.:35:tJ«(i)NKT|ffl«^> b< f*-^(^^tt>fb{'^ffi(r:K 

b< ft^(^M4'ft:i'^ffl;0SMIIbTv^^;^^{i, r.(D^tt'fb{-^^^*i-'5 

20 13. (Dsk^m±m.^i'fm<Dmi:^jb^yEGFm(D^4-r^m (-vegf) -e. ©Thi 

h:^4 i/(TNFa.IFNY>IL-12)^f|^bT CTL ^^mhi-^i¥m(Dm&^. 
IFNYM^mtl (IFNYfifi) ^> b< f*IL-12m^^tg;^(IL-12'fii:)-eXf* CDS ( + ) 

V >'m(Dmm-^-::^—x\ ©nk mmm-hi^<it^(Dmmti'fm(Dm^ 

ti^ CD3(-)CD16l(+)^> b< « CD3(-)CD161(+)^-^— y';^ V WfiO^ffi-v— ;^ 
25 --e. RXJ^®NKT mmmi^\^<n^(Dmm\^f^m(Dm^j()^ CD3(+)CD161(+) 
^3 b< CD3(+)CDl6l(+).'^— :7;^ y ^-ffi©^®-^— t?/.c$;^5?iy^fe;e>^ 
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1 1 

10 15. ®h.m^±mMY^m(Dm&^Y^G¥m.(D-^y('rM^ C-VEGF) -e. (DThl 
b;=&-f ^^(TNFa. IFNy.il- 12) ^^^L-C CTL ^^mt'r^Wm(Om'^t^. 
IFNy m^mtl (IFNy tt) b < IL-12 Sifcti;^(IL-12 CDS ( + ) 

CD3(-)CD16l(+)t> U< n CD3(-)CD161(+)^-^— :7;^ U ^-fitO*®-^— 
15 --e. 25:U5®NKT ^JIS^^> L < ^•^rf^Stt'fL^ffl'T)?!!)^;^^ CD3(+)CD16l(+) 
^) L< CD3(+)CDl6l(+)^N°— y ^jjto^®^— ;t7— -e^ce$tLSffliJ^i£;0^ 

25 18. tu^s 1 — 17 ofwrtbd^— (;i|5^(^'lf vr^:ffxDmm:ifi& 
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2 0 . mm 1 9 (Dmmmmi^^mm i.fcmM:^mo 

5 

m 1 ]NKT mm CD3(+)CD16l(+).NK^fflJia CD3(-)CD161(4-) JFNy>VEGF 

10 [|1!2] NKT ^fflia CD3(+)CD161(+) (iH't'a), NK ^Ji^ CD3(-)CD16l(+) 
(|EI4^b), IFNy (Hl't'c) ,VEGF (-^-0-:^^) (EI^^cl) cD4^^^ffiV^fc 

m. ±m^^^5 4m. m±B^:^i em. ?l;^^>'6 em. ^z^^^-s 9m\(Dm$\'m 

15 MKX^o 

[|li2-2] NKT^ffllS CD3(+)CD161(+). NK ^ffllS CD3(-)CD16l(+). IL-12. 

VEGF (-^-r-^;^®) (D 4mwc^m^^r^t^(DmM:ffiym(Dnmm^mmmmm. 

CD3(+)CD161(+) (mttia), NK t^HJJS CD3(-)CDl6l(+) (Ulcf^b). IL-12 (El 

^c) .VEGF (^-r-^j^ft) (mcf'd) (D 4mm^m^^fct^(DMit:p^:ym<DM: 

25 ^#:3 7 7M. JiM:^'>'2 6 6 m. Bi^BS^:^ 8 m . m4^ms^:^>'i sm. m 
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. 1 3 

5 ttW:^^^. c : ^;^=3r/i-;^ttW:^i/. d : ?L;j5f e : ;'cli:;?f V. f -.m-^i^. 

[0 6] m^m^)o a : m:^^^^. b : ;^=3f/p^ 

ftW:;if^. c : d : ?L;^^^. e f : Ji^;^>'. 

g : miL^iSi^^mM-r^o 
10 [HIT] S:^^'/-&^--(Z)3£^5>^^if (m4fife^)o m^si : b : ;^=ar/p;^ 

ttM;^f>'> d : ?L:^:/. f : m:Ml^^ g : HU55r5i:;5f ^-^^^-f 
[HIS] W:e»SAy-.(D^#5>l)f^^-r (mi~4^^)o H^'. m^f^W^aSA/^f*-^' 

15 [1119) %m^(D^^^iSx^7r^-t (^l~3^5»o 

[010] ::icMS-^(D^#^t)f^^^ (mi~3^^)o 
[011] mm^(Dm^6^m^7r^^ (01~4^^)o 
[012] tui£jli^-^O^^^^ff^^-t- (mi~4^^)o 

[013] NKT CD8(+)CD161(+), NK IBI^ CD3(-)CD16l(+). IFNy, 

20 VEGF (•^-r't-;^^) o 4^#:^fflv^fc^#(D^'i4;^f:/M<^:RifeS^isllI!It^^ 

[0 1 3-2]NKTltiJiS CD8(+)CD16l(+).NKlfflJ3S CD3(-)CD16l(+). IFNy. 
VEGF (■^^^;^fit) 4^m^ffiv^fci:^<D^t4:^~^^'^!|(OKfi^S^MIll!l*##: 

25 ;^^>3 5 6M. If:^^>'l 3 4#ll. ^-U-Mi^Tl 2 Qm. W;^V4 8M. «m:«'^l 
S^ij, |g-;«f>'i 2M> tu3tli;^f^i 9 3^!l, ;'^0;^~>'5 0 5M> ?L;^f^^5 0 0M^ 
0:;5f^5 6 2M^ ^pm;^~^^l 5 im. W-^^Q 8 McD^tf-^StcJ: §o 
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1 4 

[mi 4] NKT ^fflJia CD3(+)CD161(+). NK CD3(-)CD16l(+). IL-12. 

[S 1 4 - 2 iNKT^fflJJS CD3(+)CD161(+)(|EI'^' a ) .NK^BIS CD3(-)CD16l(+) 
5 (Hl'^'b). IL-12 m^c) .VEGF (-r-f-^^^tt) (1114'd) (D 4 ^^Srffi V^fcl 

fz.o m^^^^. ^'I4m-fe«2 im. n:ff^>3 5 em. IW^i 3 4Ms 

lyi 2 6m. W:=^f:/4 8M. *tm;?f>^i s-^J. ^:^'>'i 2M. tfr:&li;^>^i 9 3 

m. -Xm^^^^^ 0 5M. fL;^^:x5 o om. lfU:^'^5 6 2{^!j. ipm^^'^i 5 li^!]. 

^^mmmi-^. wmMm^^x\^^fj:\^^mv . :^mm(Dmi-^^m^m\^:^\^-^xm 
15 n<D^m^^-r^^\^x^wmKmm^fh?>M^^w-Do 

^t>'&?):Lt:d^h^^^mm^!^x^?). 
m-(Dffmmm-±s jk^m^mmmm (^^-->-r-^) ^i^-^vx:ff>^(D 

20 (VEGF) ^umir^:Ltx^<D^i3^mm-^^^mxh^o ^"^mms-mffmi-i 

VEGF fit O^-Y-^^^ lit (-VEGF) XW^X^^^ :i(D VEGF m.(Dmt>V) 

FGF. B.GF ti}f<7:)^(Dm(D!kwmmm^^m\^^^:it'hskmjr^mmm^n 
m-r^:^t^^-^mx-h^o 
i^fc VEGF (Dmt>vi<iikmm±m.mi'^m(DiEmiw.x-ht(Dwmti^nmx:h^ 
25 m XL ^ V ^ ^ ^-m) o 

^-Of-^^aj^(j;.61,3 ^Vv;^;i/«it^m#i-^'fb^^^S-^L-r Thl ih-r b 
:*-ri^(TNFa. IFNy> IL-12)^il^ LT CTL S^^?§'l4'^l::-r§;^?^■Tr&5o CTLS 
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1 5 

^ V l^im^i-tmmmmft T /^BflaCCTD^r^^Wl^Ott T IHISCSTC; suppressor T 

5 lU/ml &.±-A>h U < f-i IL-12 7.8 pg/ml i^>C_b-t?fetbfi CTL X^h^ . IFNy 
IL-12 ;dMS'ffi:'r^fetu«^ STC i:fiJ^$tL5o ^ -t: CTL IFNy ;S^tM;^ 

(IFNy^it) ^> b < « IL-12 m^mtl(I'L-12 Rrt^T'fe 5c 

J: o T^Stt{b ^ § effector Mm « NK ^BIS ^ NKT IfflSS-T? 5 o - NK ,^ NKT 

10 mmtn NKR-pi(NK mm^^i^ cdi6i( + ))^*^ ut^j . m^n 

CD3(-)CD161(+)(D^ffi-^— — -e NK ^EBjiS#:{iaO^"5rtM-efe . ^(D^Sftib 

NKT^ffll^fi CD3(+)CD161(+)-e^<D#ffllS#:f^|iiJ^;as-5J|gi V) ^ ^a^^^^y ^ 
3 ^^n^^fiX NKT lfflJ3SO^tt'fk«aiJ^BrtgT*fe5o 
15 Ufc;aSoT;!(f>'?&^}3:*5tt6ilf^^^fe (NITC) "Cfco T^— ^fit^cC^^^ 
fe-efeo T ^iJ^Tcoay^iI g effector ^0IS% b < «JfiL^iif^PJ.$# 

ffi^M-rS^ ir^a^'STtg-efe^o CTL Sttfi IFNy 5 V^fi IL-12 

(DmMu^mti'cnmifi'^mx^^o nk iPBjiacD^'i^^iifi cD3(-)cDi6i(+)t5 

b< ft CD3(-)CD161(+)/^— y ^/ftt-etiWfffiWtgTrfe^o NKT,^Eeia<7)^§t4 
20 'fbf* CD3(+)CD16l(+)^> U< f± CD3(+)CD16l(+)-'-?—^:^ y ^>i?tf;6S 

I^J*(c:*5{tS/f^m^^ NK ^ffl^(Z)?g't4'flitg. NKT lfflJiSOl£-tt'f[^tg. 
jfiLWif^ll.$t^. IL-12 (Dm^m^-m.. RXJ^ IFNy (Dfl^m^fgcotgMtt^^f^ 
ir?>^t\z.X^nt)M:io :*:^PJ#f^^ ffrfe^^fe (NITC) ^ LT. ;^f^m 
25 #{31 al,3 ^;v-)jiym^^^Umr^i\:,^m. 61,3 i/7V:;&>'«at^*a#-r5'fk^i^ 
.^JfiL^ff^feil.*f^ffii^« (f-^ife-fr) IL-12. IFNyimo^ffi-^-;^- 

^^iJ^UfCo -^UT-^-cT^SO^^^fi^ CDS ( + ) ^^—-y :t V l^M^\-t. IFNy :S: 



wo 03/030938 



PCT/JP02/10446 



1 6 

tJ«IL-12 (7)S;^^^*3tv^JE<7)t@Mtt^5#^^■rS- ir^^mufdo ^05^:^. CDS 

:i(DMm^M.iiii^±.:Lt{<ix'o CDS (+) ^<—-7^v^^m±m(DBi'&i-t^ 

5 :^mmnm-rthi^ cTi^mmtm^nw-f-^ bi,3 if/i^:^i^<DS^Mi>^nmx-h^:i 
^^i^mufco ^mMxit. Bi,3 ^^/]-:fyi^mi^^w-:>nm^mKj^mmM m^. 

it ILX. ILY : mMm^mm^m V^-ftt^>®p"B^^) CDS ( + ) y<—-:7^ 

10 ::(^|£^«5t^ CDS 7;*- y ^m;^tgc»a!i^^m^'a-t>ii:tb{iSII#tt^Jr 
\z. CTL ?Stt'f[i^J^i|#^^tgT*fe§o 

7^^0J-efi. NK 7^ffll^<©^tt^ NKT lHJ3a^(DM#/5^p5ff^(-:»35tbfCo ^(D 
■mL(Dtz.^\z.. 7^^0J#ttNKm<Z)ilf^||iJS&^^#tbfCo -etLttCDS (-) 
CD161 ( + ) (om'^t^. fE^^n — A - y y — x?:fe7?(Z)^^i:0>ctJ:b{cj; «9s IE 

15 a^ceNKMoaiJ^-i?feS::^^mmbfCo -*fc. CDS (-) CD161 ( + ) 

ii^m\^-m'^fi:iSl^mimtLU^^l^X^-^Z.h^^^\.ft.. UT. CDS (-) 
CD161 (+) y vSi^tg(Diii^^^tp>^&{±. NK«mi^^J<^;^i5^ y — 

20 <^'n;^y=f*t, ^^:ym'(0%^^m^Mii^. CD3 (-) CD161 ( + ) ^^—-7^ 

nWir^ ai,S ^^^i^:^ t X^X^MXh '0 . ^(om ai,3 i^V^;^7 

^^O'Wi.^mwm^^hfix^y) . :i<D^^mikt cm (-) cDiei (+) 

^ b{e::z|s:^5^-ef*. CDS (-) CD161 ( + ). CDS (-) CD161 (+) :7 
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:^V^^m±m. CD3 ( + ) CD161 ( + ). CDS ( + ) CD161 ( + ) ^^—y^V^- 

^ t NKT ^ij5S(^jqj0j $ ti. NKT mm:^^mmt ^ti^tNK mm-d^nm $ n ^ 
^ Lfco ±tm\mm^^t^ nk ^tt^fb^oxf* nkt bti^ t 

^(d;^^ y — NKii^mhrnxnuKT m'mtm^uwir^ 

al,3 i>'Vi^;;?7:/«^J;^f>'^iJ.> LT^ffi-Cfc^ . ^(Dftil al,3 i^^Vv;^ Vttat^^to-fb 
'^%f^a^^fel^T*5t)^ ClCOiE^«at^ CD3 (-) CD161 ( + ). CD3 (-) 
15 CD161 ( + ) y<—-:7^V:^m^m. CDS ( + ) CD161 ( + ). CD3 ( + ) CD161 

mtm. isimm^umm. iL-12 (Dmrnm^-m,. rxj^ ifny (Dmmm^m<7^^i'^ 

^::^^^^^±m) ^ Statview ^^'^^^ ( S AS Institute Inc.M) f£ t^(Dm9im^ ^7 

25 m.m-ir:6o 

^{^IAP^ TPA, T/l^-:7r — 'y=-^h^ PIVKA— 11^ DUPAN-2. ^ 



wo 03/030938 



PCT/JP02/10446 



1 8 

=7:^'^—^^ CA19 — 9, CEA, SPan— 1^ NCC— ST— 439, C 
A15-3, BCA225, ->Ti;/VLEX, PA. y--^^ /I^ht^^^^, P 
AP. CA125, CA72-4, S T N =1 ^J^^^', SCO, v':7^, PRO G 
RP, NSE, BFP, NMP22. GAT, IOTP, y n ^n-f 

:fy/u->'h=^>'. HCG. HCG-6 ih:/:^.- ^^ I gGm(Dmm-^—:^ 

-mt xii^^^^>^^^^^^, MRi f£t'<Dmmf^mmn^7nKm^^. cr 

PR (m^m^). LNC (6 ^^J^_h(7):ft^:^^), SNC (S^^^-^O 

mm^m) . pd (ji^^i^jiff ) © 5 i^m^i^^ft^ tco ^hi^ cr. pr. lnc. snc. 

PD {^■ttl.^'tL 1 0 . 7. 4. 2. 0^fiji9««9. ^^^^.^^'fk (^^-^^ 
-ft:) Lfcio 

CDS (+) CD161 (+). CDS (+) CD161 (+) y<—y±V l^. CDS (-) CD161 
(+). CD3 (-) CD161 (+) ^^—y^Vl^s TNFa. IFNy. IL-12. Thl/Th2 

V ^ (e: J; 5 ^g^ffi ©mv N ^ ;t V ^ J: 5 b fco 

^n:ff^>. ±m:ff^^^. m±m:ff>. fL:^^>^^ m:^^:^. ^ttm-fell. -7-^ 

CDS (+) CD161 (+) NRMf^^g'ttYbtg^^-f-tiO^ bT CDS (-) CD161 
(+) JfiLl^ff ifeH-^fg^ (7) ^ LT-VEGF CTL (D i 

bT IL-12 ^fcfi IFNy cO{it^^V>fc. 4 ?A3i^^(?5fi|Hl'j§^#^fTo :^Co fiHI 

l7l:;(f>-T?(i. CDS (+) CD161 (+). CDS (+) CD161 (+) y<—y^Vl^. CDS 
(-) CD161 (+). CDS (-) CD161 (+) y<—y^V TNFa. IFNy, IL-12. 
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1 9 

Thl/Th2 Jt. -VEGF ;^ — (Z)5>mf-oV>T3E^:9-^W^fTV^. (# 

h;^^>-(TNFa. IFNy> IL-12)Sril^ UT CTL ^^mtir^rfm. ©NK IffllS 

^i^^ -m^m-^-y. ^i^^^. ^-^^^^ m-^^^\-^n\^x-^m'(i-h^. ai,3 

15 i^Vv;i7>'«5t«r^t? NKT «?&tt'fb^Jf^. 

So 61,3 i^/l-:^ (61,3-1,6 ^-^tf IL-12 Ofl^S^^^lJfi. 

20 ||3m:^'>'> P:55f>^i3i^b-C^^-efe§o 61,3 i5'Vl-;^7 (61,3-l,6«3t) ^"a 

tf IFNy ofl^m^^Jf*. ?L;^f>'. :;'c^:;5f^. Jl^:55fi/. S 

^/i-;^ W;^-^^(D^S(c^ bT f:i. NK lfflJ3S(Z)^mbti. NKT lEBIgc^lgtt'fbtMs 

ffi - m^ii^m^-XW^ bV\m^-i:-Cfc§o ^T. CTL ^Sltt'fbtg t NKM(7)^tt 
\\:.-^^^'t^'^m-bmM<Dmf^ • iB-^, NK ^BJiS<Z)^tt>fhtg^ NKT ^JIS®?Sf'|4 
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2 0 

iL-12 <Dmmm^m.iFNY(Dmmm±mx-{}^f£< ti,i(D^(DmmMm^mni^ 
^tmt i^KT mm(Dmmhm^^'r:5:^mmmm<Dmm • m^. -vegf \^j^m 

10 :^lt :;5f>' CD id l^bTfis IL-12 cO^J^S^fctMs ikt^ff^PWI^s IFNyf^fl 

15 NK ms^(D^mhmt NKT iffljiso^^itt'fbti^^-rsrfe^t'^^^jco^ffi • 

m±m::^>'(Dmm^m\^xii. iL-12 (Dwrnm^m. nk mm<Dmmtmx<^^ 

m.mmx<^-fj:< th i<D^(DmmMm^Mnv^-:^-ii^'r^::it^^^^xh^o 
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m-^'^M(D^^ ' m^:ibm^xMi^i^^^m.'^^'v^?>. sir. ctl ^n^mtmt 
5 NKm^(Dfsmhm^^ir^:^m^^mM(Dmm'm^.NKmm(D^mtmt nkt 
mm(Dmmtm^^-r^:^mmmM<Dmm • la-^. -vegf ici'fm-r^:^mmm 

r l«>^^>'(^^®i-*fb IL-12 ©il^Sr^t^s NK lfflia<DStt'ft:tg^t;^^jfiLtf 
15 5 o 

M'[4m^M<^:^«{-i^b. sk^m^mmm. ifny (^^^^^t^. sit/ iL-12 

:s.t>^ IL-12 (^^2*S^fetg<Di^-/=e< a; t> 1 cD-et^v'^^E^^SISl--^— — 
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2 2 

^•^^>(o^m^n\^. NKmo^tt'fbtg. NKTlfflJl^(D^stt'^btg^ il-i2(dm 

3^Mz:^^>(D^m^n\^. ifNy o$|^*^t^^ ^t>^ iL-12 ost^a^^fgo/^/-/^ 
#;5fi/(D:®fftc:|^b. ^mm,(Dmm\:M. NKTMco^Stt^fbtg^ :S:tJ« IL-12 

10 -efeSo 

l^m'&-^-h-D:^^l^(D%m^^WM. XJ^: NKT ^EBJ3S(7)?&m[::tg'^if -TS al,3 ^/V-fy 

15 ^m(D^pfi:< t^i ^%w-r^ 61,3 ^;v-fy:ym^^h-D-0^^(D^m-^'^n.ji.\t. 

NKT *0Jia(D^gmbtg^i*:i#-t-§ al,3 ^V^;^7 ^>o;if Vc^ife^t^^^iJ. ^ 

Xmifl^(D^m'^n\^X\^. IFNy <^fl#S^tfe:SLtJ« IL-12 (Dfl^^^lBO/i/- 
f^<t-hl 61,3 ^Vv;^^/M^t>o:;if>'(D:^^?'^-^^iJ. NKTlBIS(D 

20 ^m\:.-^^^mr:^ ai,3 ^^^^^^:ym^^^h-^:ff><D:^mmmM. NKmm. 

miLm:^^^^(Dmmi^B\^Xit. IL-12 (D^2»M;itg^'^^ti-5 61,3 iJ^V^:^?^^ 
^t^^sOj^JfV'CD^^m^^lJ. Xfi NK MCD^tt'ftitg^i^it-r^ al,3 ^VV;^ 

%:^'-^(Dmm^^i^Xi^. IFNy O^^^^^fg^tJ^ IL-12 (Df|#m^t^(Dii'-7:e 
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2 3 

m^^^^(DmmKm\^xi-t. iL-12 (Dmmm^mRxj^ ifny (Dmmm^m(D{i^ti: 

< ti:>i ^^W-r^ 61,3 i>'7V:fyiym^^-h-o:^XD:^&^^mM.Xitl<rKmm(D 

xn. NKT Mm(Dm^4hm. iL-12 (Dwrnm^m. skw§x±uwmR-(JiFNY<D 
^Kmm. ifny (Dmmm^mRxy^ nk *giS(^?§t4^btgcoii?7&< ^ t> 1 ^mni^-^ 

15 ^ly(D^mi[^^M(Dy^i^ V—=^>i!^i^^\^Xit^ IFNy <^^*StitM> IL-12 

y — ^Vij^i^i^LTfi. NKm^(Dmmtm. iFNY<Dmm&± 
m. IL-12 (Dft^m^fetg^ :sLnjkwm^m.mm(D{i.-^< thi^mni^^—:^— 

tci-r^o MM^±^;9'>'<^:^^?^i^^'J(^-^^ y — ->'^'{-l^'--Cf*. IL-12 com 
JiS;if:/(D^^?&^^Jo:^i5' y — ^:/iJ^{3:^b-C{*. IL-12 ©^^^f^ll^iP-Tfe < 

xfi. IL-12 (Dmmm^mRxj^ 'i<iKT mm(Dmi^itm(D{p'f^ < t-hi 
iu—K-r^o mm:^:y<D:^mmmM(D:^^ V —=^i^^K^.i^xi-±. iL-12 comm 
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m. ifny (DW^^M^mRn NK mm(Dmm\::-m<D{i^t^< t-hi ^mm^-^—:^ 

— (c:i-5o ^'^:^^>'(D:^&mmM(7:>:^^ V —^^^^l^mi^Xl-^, IL-12 ct)^^^ 
^IM. jkWff^ll.WtiRt>* IFNy (Z)f|^g^ticDii^5fe< ^> 1 ^fimb-^-:*- 

IL-12 (Dfi^M^t^s skmm±mmmRxi nk *BiacD?gtt'fbtg(^ii'-/^ < ^ ^ i ^ 

10 IL-12 (Dm^^M±m.IFNY COmmM±mRU nk lBJiS<D?gtt'ft:tg(D/i^-/fe < thl 

Srmmb-^-:^-l--rSo pm;^f^(^^fem^^^Jo;^:^ y-::^:/i5^{3:^bT{i. 

IL-12 ©ff^M^fgRu^ ifny (Dmmm.^m(D{i^f£< ^ ^> i ^amu-^— :^7— 
IL-12 o^^s^^tg:s.o?NKiEBisoQ?smt:ig<^ii'"'fe< ^ t> 1 ^mui^-^—^—i^ 

15 -f-^o 

. $ h \^^mm \^ ^^m^mm\\m nk mm(Dm^ih:BLif nkt 

tr^. CTL?Sm^:{^*5V^T{«::k:Jfc^#;5Sfeofc^>0;6S, NKM:S:tJ« 

20 mM\^^^t \^f^o ^(Dm^. NK mm^m\:.M:^xi nkt isaia^stt^b^ijic 

feT:;^'^:^StM;'ji-t*2a^(D:fe^^;0S#t5oT*5t9 , ^O— o(i (a) TNFa (;^^ 
V^^H^a) -^IFNY-^IL-12^=3e^-T« (GTL) (CTL ^gtt'fb) "C 

25 ^) .ffi(Z)-ofi (b) NKTlfflJ3&^'|4^bC>5^iSX{i NK^BIS^miicD^^-efeSo 
CtL^-T?(^fT:fe^^?* (NITC) -Cfir(D 2 
e5tL-CV^<5<. -f-T^^t^-fe (a) IL-12->=3r^— TlEaJi^?S'[4-^T;^ h — 
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5 2«^0:^^m<^ 5 ■h. TNFa-^IFNY-^IL-12^=^^— T^J§^com^:d5^b< 

$tt^o NKT lBJ3^Stt{b<Z)^r^S:U« NK lBI^?Stt{k<Z>^fcf*^ < Pt^$ 

(^a-^fi^^^PJf-^.^ NKT|paj3S3?:«NK^fflflS<D^'I4'ft:i|^®T?fcS al,3^(al,3 
15 ■^mxh^^m&i\^^mm-rfS:t>-h5FlJ. UFT. ^:7n— /K ^/v^yn^^, 

CDDP (5ng~ioiig) (DiS:m&^^^yy'—/^h^^^n^^y—/i^. TKyr 

X (b) C9:fe^^;as3t;^/^#^f^r. tL^?^#-t-5-<< NKT lfflJ3^Xf* NK ^fflJ!So^ 

«9. (b) (D^m(D:^mti^mmvx\^^m^iii:^h\^ ai.s 3:£#:«5t^^i--5*t 

^fc (a) cD^^<D:^^tg;^0^;^iSf^ffi bTV^§#^«. (a) Oi^^^^Pt^b 
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2 6 

t>% iL-12 mM^n(D±^-^-^t,^m'mhf^^o 

al,3 ^^^;Vi^iymT^(Dmm^'M:t\^X\-t^ Mx.f^t\ c=:^^n;e-y =f;^ (TSO). 

(1) <5r a — ;^ a-D-Glc p - ( 1,3 ) -D-Glc (2) ^ n ^ /i^ =i — ;^ 
a-D-Glcp-(l,3)-a-D-Glcp-(l,4)-D-Glc (3) :^^^l/;V'7 fVy—:;^ a-D-Glc 
p- (1,3) -a-D-Glcp- (1,4) -a-D-Glcp- (1,4) -D-Glc (5&*3. Glc ^i-^jV^ — 

=i'i'i5^^>'##lt#:^:fep"pi/^/^-e r^=t^>r^j ^i^UTv^^o ^n^^^^fi, 
:7=r-f iJfv^ UTfi> 1^SSS5R:7n>r ^'v. ¥\^\tii-=^ 
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(Dmmm=^:y:^^^^^<Dy:=t'^^':y\z.i'i{pf£< t h 3 mm(D =^ 4 :y . ¥ --y 
:=Ly(^^^ (a-L-:7=i— ;:^(D/Ky --r— JJ-:7 =i4 (6- D - i5^VV:^^ n 

4 (6-D-;^f7^ h — flijll(;i a- L-^=i — ;^^^>o). ;0S 

5 #^iLT*5^9^ v^-fn<7)7=z^ ^■'^%:73— ;^^5^i^'^t:^tb■rv^-5o 

=f|ti LT«. Mx.f^|^^#%he^^(D^lM^V y (Poryphyra 
Yezaensis) ^^(D^\i^m■il^^h\f hfh^o f^ttmil^CD^J^fe^f* al,3 l^-^O:^^^ 

10 i^mn (D CTL Mtt-fk^j (iL-12 m^nmn. infy m^^^^^j) . nk mmhn. 

is^'^ mmi^^^. 'i^m-ff^y. mmisi^^ wjii:^^> ^m-^^^s %.-^y. 

^i-'nm.io^y. m-^^i^s ^li^i^. mt%~^^y. ^m:^^^. mm:^^>'. 

15 ffi^;5f>^. *tm:^^>'^ Bm:^^:^. im iS^^ W^'^'^-p^. SttM^ffis 

^m\My.V^ NKT^mb^jT'fe^ a-1,3 ^VV:^/ i^^it^^^O^fb-g^i^fi 1 g~4 
Gg/BSS^ j^?^ b< «5 g~2 0 g/0m^T% CTL Stt'fb^lJ (IL-12 
mM-n. INFy ^^fl^^ij) -eS>§ 6-1,3 ^Vv;*>'«3t^i^O'fb^i|^(t 1 g~ 1 0 

25 g/eas. 0^ b< fis g~6 g/0@^-efe5o ^^c, n^nm^—^mz. 
1 0 0 2 4 ^nwi. ^^mm^ i ~ 3 n/ 0 -x?. l < f^jg 0 s-^r-fe 

60 CTLSmb^iJ (IL-12 M»^^iJ. INFy^^il^^iJ). NKfi^tt^b^lJ. 
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5 (NKTl0j8^O^|iJ^) (NKmmoMlM) (CBS (DWl^) 

NKR-Pl NKT mm(DW\^lt^ NKT |fflJiS(7)^fflJ|&^®{c:#^^(C#:fc-r 

iz.\-i^ m^sk^(D V >'/^^t^3:oV^T. CDS ^>mi^X-A^o CD161 ;5Si^t4 (CDS ( + ) 

CD161 (+)) (Dmrn^m^-t^. o^o^ NKT mm(Dmm.mm^j^x^^ CBS 
10 *3j:-a« CD161 ^ o— ^/v^^^^vM::7n— f--f h y — ^fS^-r 

§ Two Color ^Sic J; V WlM-T^. NKT mmi^^llB'mt^tlX\^-^^ t it.^ 

y ^'^■^^o^'-e CDS (+) CD161 (+) NKT mmcDm^^^ 1 0 x^ts- 
^ b < « 1 6 %&.jzx:h^ ^ ^ ^ v^ 5 o NKT mmf^i&'itm t nkt mmo)^] 

(CDS (-) CD161 ( + )) hl-tCBZtm'&Xt^-D QBlQli)^m'^(Om 

m^^-^-^^^tx-h^. :L(D:^mti^^mmx\^N-Kmm.(Dm-^\^^mx^^^ 

^P^tdCDB ( + ) ^f* CDS ^s^tecDlfflJIS^^^-f-^^^TrfeSo 
20 :$:^ig-e{* CTL^feoaiJ^fei^ffi-T?^?^^ ^^?S^^bfCo 

* 5fe f^[| -e f t ;;^f # © jk ^ ^ V ^ T . Ik 't' IB o V ^ Tlffl IS ^ ® ^ S 
CDS. CD161. CDS i^ioVNT^tt • l^tt-eESUb. #lHJSao#J^Sr. yu^-^^ 

^MV^fcTwo Color t)^^feiit)?l!l^bf::o r<Di:i: CDS. 

CD161. CDS \^n-r^^ / ^ n—ir;v^^\±^ ^fl^fh^—jV^—^±Uy^\^^'^ 
25 h^-T^V 5^^^^ W±M%<^^^^bfCo 

(^■^-:7;^ y v-^^lBl^t^SiJ^) 

5fetiJk4'c^y ^^-^i^f-oV^T. ^HlS^S^J^-e^^ CDS. CDS. CD161<Z)5 
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■h2^ty<—-:7:t D >'^3:oV^T:7^— f--^ h y — ^ffiV^fc Three Color 
^U. mmmm^^l^m^^^—'^ ^ V ^^^i^ (Pharmmgen ^t^) ^m^VXR 
5 oV^'e^ CD3-PE (Coulter 6604627) feift:*^ J;I>*^ CD161-FITC (B-D) 
PERF ^^:^UfCo 

10 a^i^TK (Phosphate Buffered Saline) (PBS) 2 ^td^f^ UT?Mn Ufc^. 
FicoU-Conray M (itM 1 • 0 7 7) ±\Z.mm 4 0 0 Q-C 2 0 
^^i^M^^^I^-r^o ^^t^s 1 0 %4^J3&i«Jktt (FES) trJPx.fcRPM I 

- 1 6 4 omm^Mx.^ mm^^ixi o^mtfs:^^^ \^mM-^^o nhtit^m 

ia#3Sv^2 0 Gill l^-^ 4 J^'^^-^-y (Phytohemagglutinin) (DIFCO 

15 m 2 OiigXm 1 (OmMht^^ ^ 0 9 6 ^aC-^-T p 7° 1/— h (CT 5 % 

co2#^iTs 3 7°c-e2 4^^i#«b. m^m\^fz.Mmmw.^(D-^^ 

(IL-12 (DWA^) 

IL-12 »(7)|||^«i#:<^^<^|g^^s ^^l^^W^S^fiJffi-t?# § R&D 
20 SYSTEMS MBJj ^± ^ V A^-t^:it (DX^^mmi^&mMW: (ELISA) \z. 
^^Wm^^y ht^mm^ti^o Tit R&D SYSTEMS 5/ ^^fflV^ 

fco Il^tilfi9 6 n:7"V— h(O#5^icS0^ffi^lRl^ Assay Diluent 

RDIF ^ 5 0]i 1 . ^2p?t (standard) ^fcf^HJfeM 1 XmUl^fcU^^ 2 0 On 
1 -To^^iUfcfi. ^ta{CT#Sb-C2H#FHmjS^$-ii:fCo -^TtD^, W^lo^U^^-^ 
25 — v-iJ?^—- (horse radish peroxidase) (HRP) ^1^^ IL-12 2 0 

Onl -ro^?ib2#ra^?a-X?^»Lfc:o #5^0H/^^^Srl^*b3IaI?^?^=^. IS 
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5 Oiil -f 0:5^^^Lfcio 5 5 0 nm^MMt UT4 5 0 n m(;i*3it6#5A:(^^3fe 

^^Ema X mytmmm^^^±m) KxB\m\^rco iL-12 mi-t. p g/mi t 
vxm^^^o r^i-T? IL-12 s^fi^tg^fi. mMskmmmm^mmi^^'om 

(IFNy <^ffliJ^) 

IFNy <^ M ^ ft ^ BioSource Europe S .%fc O IFNy EAS lA^^yhSrffiV^T. 
^^:^^iliJ^i£ (E I Afe) -i?M^bfco ^^}c:tt9 6:A:-^-ri^n7'i/— 
'rZ (standard) ^ fc J^_b|EliK L fcK^N-Sr 2 fg^^f^ bfc^3©^50]al 

10 -ro^ftb.HRP^fi^^ I FN-Y*n:#:^5 0 p 1 To^^-?^ blE^cl^a bfc^^as b 

^5 Onl Tor^-I^bf^io 6 3 0 nm^>y-M^ bT4 5 0 nm*5j:tJ?4 9 0 n m 

(:i*5tt6#:7t(^®3fe^^Em a X (fP3feMmtt^#t±M) J-T^l!J^LfCo IFNy 
15 I U/m 1 ^ LTS^ttSo 

(l&LWrt-SlfflJiStimH^^ VEGF tigM«li^Miimia^> bFGFS:-a« 
JkWffi^ia^H-?-:i^>' ^i/s endostatin (^ZlOS) 

TfT|R=3f^iy b (ELISA : enzyme linked immuno sorbent 

20 assay) (ACCUCYTE Human VEGF, ACCUCYTE Human bFGF, ACCUCYTE 
Human Endostatin: CYTIMMUNE Sciences Inc.) Xskm 'P'MM^MM b f^o 

25 (mmw^i 1 ) 

^^i^i-i. I L-x mMmmmm^m). $i6^# (-fe-r-^^^^n). Rxj^ai,3 
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3 1 

:ff^^(Dnm t NK mm<7)m'mhms nkt mm(Dmmtm. ikwrnm^mm. iL-12 
(Dw^m^mRn ifny m^M^m (d^-^(d m# ^ m$^m^(Dy< v^—^j^v-yy 

5 HI 1 ^ HI 2 (i. NKT ^BIS CD3(+)CD161(+). NK IfflilS CD3(-)CD16l(+). 
IFNY^VEGF {-^-i^Mt.) O 4 ^^tr<ffiV^fc:.>#©^^ttM^M--(^»ife-^^ 

P;;(f:/^#:-e}i. -VEGF. NK^BJiS. IFNy. NKT lfflJIS<DP#fmJ?) e>*T/fCo 
10 >^^/V^'l4W>5f>-e}i NKlfflia. -VEGF. NKT |fflJ3S(Dil-¥fi^J?)fen. IFNy 

(Z)M-^(«j?)5>tb^ce^^o:^c. -::^#;^=3f-/i.^t4^;;ffi/-ef^ NKT?^fflja. -vegf. 
IFNy <^K-^f*m^?>tt. NK |0ia(5DP^«^i5fen^c&/5^o:^Co ;kli:^~>'-efi:. 
NK?aj3S. NKT^HS^. -VEGF. IFNy e>tbfCo tifi£j3t:^f ^-Cf*- 

VEGF. NK IffllScDP-^J^mfebtL. IFNy. NKT |fflJl^(Z)M-^fi^^i6^tL7:e;e)^o 
15 fco fLj^^f^-TfilFNYs -VEGFOM^(mje)bn. NKT ^HJiSs NK ^fflJ3S(^M-%^ 
hfhti:i)^^f^o m-Ml^X^l-^ IFNy. NKT mm.. -VEGF (Dm^\tm>^ btt. 
NK ^ J5a P J6 b tt Jfc ;?)^ o fco 

HI 2 - 2 fi. NKT IBIS CD3(+)CD161(+). NK ^ffljSS CD3(-)CD16l(+). IL-12. 

VEGF (-^'i'-t-;^'fi£) (D 4.m.w:^m\^-^ft.t^(DnM¥£.mmm^(Dn^m^mm'm 

20 ##:-eMUfc^^!lT*fe5o HI2-2«mfitSrHI^^bbfCo 

W:J^^^:^#:-e(t. -VEGF. NK^IBIS. IL-12. NKT lBJia(^P-^fmi6 P^fb/^Co 

;^=¥/v;^ttl:^'^-e(* NKlfflia. -vegf. nkt ^j3gcDP#fmJ6f>tb. iL-12 
fT^M^fmfefetiJ^^z&^ofco — ;^^;^=^/i^:^'l4W;^f:x-^i*NKTM. -vegf. 

NKfBIS. IL-12 (DP ^(m^^btl fcio ::'cli^'>'-ef*. NKlffll^. NKT T^fflJjS. - 
25 VEGF. IL-12 (Z)P^;aSMJ6bti.fCo tuAL|i:;5f ^/-e^i, NKlBIS. IL-12 OP^fi 
mi^fetL. NKT^BJ!^. -VEGF OP#}*^i6bn^cC:0^ofCo ?L:^V-t?fi IL-12. 
-VEGF(DP^fi^46^ti.. NKT IBIS. NK lfflJiS(DM-^f^mi^ btLJfe:d^o fco B 
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3 2 

;5ffV-efiIL-12, -YEGF (Dm-^i-tMi^hti. NKlEBIS. NKT lffll^(DM-^f*mi6 

-efe So iMMsuiciibiit^ t s^mmm^hfhtco m^&^i^-^^i^ iL-12 i: -vegf 

M#}c:W-^*f*S:^-efeofco — -VEGF f^H¥-b-fe^;55:^^5^^^;d^iS< 
10 ®lfiLWff^ia^f^ffl> (DThl b:=57'l' V(TNFa. IFNy^ IL-12)^^^bT 

CTL &?st4{i:-t-5{^ffi. ®NK mmm:hv<i'i^(Dm^iti¥m. :&i^®nkt is 

T^^^^^W^^TofCo HI 4~7 (^^-rcfc5(-> ft^#v^W-^^(D:;k:%v^^5>(^ 
m^^tp-fr fi^ Thl i^-r h;^-f >- (TNFa. IFNy> IL-12) h NKT 

M (CDS (+) CD161 (+)) m^ff-^^^X-h^^f^o "^Xr. m 2 Thl 
20 NKlfflJ!a<7)|a^^t5i^-efcofci„ ^3^^tt NKlSBJia^ NKTlfflJ!^ 

ml^^(a^i#-^^<^:^tv^:fe^^(D|a^^t>i^:) Thl i^^ b ^ NKT 

^^NKTJ^peJia^ NK^[iJ3ST*feofCo ^l^XW^. |f^^(^|l 4 ^^{^-VEGF 
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3 3 

i^-f h;^-rv.> NK^ffllS-efeSo Hs^^fi-VEGF t Thl/Th2 "efeofco -T 
HI 8—11 fi. #S(D|iMJi^^:7r (^^^iS^5>ff UfctOT\ rtt 
W;65Ay-^'^^-^^*ffSr^-r (^l~4^^)o lllt'> ^♦(*W:dSA.^^-eo^^Ff. 

CDS (+) CD161 (+) ^tJ^CDS (+) CD161 (+) PERF id^^-^^^-efc «2 
10 NKT?^fflJlS(D^-^;5S?|^-e#§, ^fc Thl i^-Y h:^^-r V^o 

1119 ft. ?L0--O^^^^ff^:^-r (l|l~3^5)-)o mi Oft. ;^li=ffi--<7)^-^^ 

w^^-r (^i~3^^)o mi ft. m-m^(Dm^^^m^^-ir (^1-4^5^)0 
El 12 ft. miLm&^<Dm^^:^m^m-r (^1-4^^)0 

15 (^JS^iI 2 ) 

^-M^f-. iL-x m^mm-mm^m) . -^mx-^ (-fe^v-^^n). :s:t)«ai,3 

m^^h-:>WmiP'. "J^-Jl^^tt/Co vcofliS ^; 

NK5ftaJ3g(^^S'l4'fbtg. NKT5^fflla(D^'|4>ft;tg^ I&LWif^^^t^^ IL-12 (Ofl^^i^ 

l^_h) IL-12 (D^^|g^lB{tV^-r:^^^>*L.V^ig;T^^U. V^-rtL^5 7.8p g/ 

m 1 i^;T-efeofc„ 
25 (^;teM3) 
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3 4 

mRxj^iFNYmmM±m(D^-^o:)mw^^mmm<^^-^^y^-i^y'^ ^ spss ^^^^ 

013^1111 3-2 ft. NKT llfl CD8( + )CD161( + ) . NK IIB 

CD3(-)CD161(+). IFNy.VEGF i-r^i-^im) (D 4mWc^ m^^^ti t ^ <DMMM 

59 . HI 1 3 - 2 nmwi^m^^h vfco 

Mim^llTrft, -VEGF. IFNy ®P^{t^fe fetL, NKTlHJ^a. NKlffllS(Z) 
P-^fipi?) btL/cCJ^^ofdo P;^'>' -efi. NKlffllSs NKTlfflfl^. -VEGF. 

IFNy CDP-^^5MJ^e>tLfCo If;^^-^}^. NK^ffllS. NKTlBSa. IFNy (^M#:d^ 
10 m-^hfl. -VEGF (Dm-^nm^htlt^-d><^f:Zo ^'&:^^Vt??i. -VEGF. IFNy 

NKTmm. -VEGF (Dm-^itW^htl. NK^fflia. INF y (DM-^i-iW^ htLt^-^^ 
ofco »m;5f^t?{t. NKT -VEGF COW^^^^i^btb. NKlBilS. INF 

y (Dm^i-tm^hf\.t^:^^<^fCo ^;(f>'-e{*. NKI0IS. NKTlBJiS. IFNy <^M-^ 
15 7!)^mi^hti. -VEGF (Dm-^i^m^^h^fJ:t^^fCo tu5£Bi;(f ^'-Cf* NK McoM 
•^ft^febtb. -VEGF . IFNys NKTlpajia(^M-^f±^*6btt/^:0^ofCo :'cM:5if 

i^-vi^. NKmm. NKT mm. -vegf. ifny <^m-^^m^htifco 

{*IFNyx -VEGF (Dm-^i^M^^f^. NKT r^ffllS. NK ^flJI^tDP^ft^je) btL^^cfc 

^><^fco m:^^>'x-mFNY. NKm^. -vEGFcom-^i-im^hti. NKTmm,(D 
20 m^it.m^htit^t^<^r^o ipm:^^-e«. ifny <^p^5asmise)^tLs nkt isjia. 
NK^ffljaa. -VEGF (pm^itm^hf\.ts:^^of^o m:ff~>-vi-i. Nwrmm. nk^b 
s^(Dm-^^m^^hfi. ifny. -vEGF(7)P#{mje)&tb?'.c;d^ofco 

|lI14i:|EI14-2{*. NKT m m CD3( + )CD16l( + ) . NK 
CD3(-)CD161(+). IL-12.VEGF (-r-f -^^^jit) (D 4mWc^ m^^f^ t ^ (DMM'^ 

9. Ill 1 4-2f*mffi:^lil^'ft:ufco 

^tt^fell-eji. -VEGF. IL-12 (^M-%^«M^i?)e>tI.^ NKT IBIS. NKlB^<^ 
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3 5 

m-^i^M^ hnt^:^^of^o W^^i/ (^f*) -trfi. NKlBia. NKT^HJi^. -VEGF 
(DM-^^^Wi^htl. IL-12 (Dm-^i^m^ hnti7l)^^tio IW^^-ef*^ NK IfflJiS. 
NKTmS^(Dm-^^^M^hti. IL-12. -VEGF O JOT J6e>tb7fe:0^ofco '^'M 

:ff>"ei't. -VEGF. ih-12 (Dm^nm^hth. nkt iiaia. NK^ai^^T^M^fOT 

5 J6btt/ce;&^ofc:o W:=^f>'-e«. NKTlfflJia. -VEGF. NK^EBJIS. IL-12 (DM 

IL-12 c7)P-¥fmfefett5^^^^o/Co Ti-:^'>'-e(*. NKlffllg. NKT^jiSs IL-12 O 
m-^yfim^ hti. -VEGF CO m-^i^Mi^ ^nt^^^o fCofilAZlia:^^ ^-ef^ NKlBia. 
IL-12 (Dm-^\-±M^htl. -VEGF . NKT j^lScDP-^fm^?) fetu^^/ei^o fCo ^ 

10 m:ffl^X-i-i. NKTlfflJ!^. -VEGF. IL-12 (DM-^-^m^ htis NK |fflJ3S(DM#{* 
m^e^fett/^i^^ofco ?L;^^^-efj; IL-12. -VEGF OK-^jm^* NKTTiSffllS. 
NKm&^(Dm^i-tm^^th^j::^^ofCo |^;^f>'-efi IL-12. NK^fflJi^. -VEGF6DM 
■^itmi^htl. NKT^JiS(DM#fOTi?)btb7fc;0^ofc:o ^m:^^^X-l't. IL-12 coP 
-^^m-^hti. NKTlBIS. NKISS^. -VEGF (Dm-^nW^ hti^J::^^^fc. 

15 NKTIBI^. IL-12. NKmS^(Dm-^^m^ htl. -VEGF OM^fi^^^6 

o^tt-fbtg. jiLWff^pi.«tg> IL-12 (Dmmm^mRxj^ ifny (7)ii2*^^tg}z:^ 
m-r^o ^^c. ;^7^n^ ]<^mm^mm'r^m^. nk. nkt 

^ffllS. -VEGF (*$tn0J^tb^^V^;as^ lFNy^lL,-12i:SimM^tl^^t^^t>^^<iX 

■So 

25 
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3 6 
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3 7 

1 ) ;^ =3f. /V ^ :x (Z) 1^ b . NK IB ji^ <^ istt'f . NKT m m (D ii^mt m . 

r to 

2) 4¥:^^/^:^W:^^>'<Dmm^W^\-^. IL-12 Ofl^m^tM. NKT m!S^(Dm^<h 
15 5) %iSXDmW\^^\^. IFNy (DmMM^-m. 11.-12 (om^^M^M. 

6) m^'>'(Dmim:i^^i-. ifny <7)m^M^m. il-i2 (DW^M^m. nkibjis 

20 — tci-r^rto 

7) j3$H^_b^;^f^(D:^e(^r^b. iL-12 (Dft^s^fg. :s.tJ«i&LWff^ffiWt^ 

8) J3$/hlfflJ8S;;5f^'(D^g(^|^L. IL-12 (D^^S^IMof-^^^ft^il^jfe < t ^> 
25 9 ) mi^^^^:ffxo^W:i^B IL-12 (D^^gS^fg. RXf^ NKT Iffliaf^iStt-ft: 

1 0) lM;^f^<z)^eJc|^L.. IL-12 com^M^m. nk IIBISco?Elt4{I::t^> 
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3 8 

to 

1 1) m-\^m^m(Dmm^mi^s skwmms.mm. ifny (Dmmm±m. rx:^ 

IL-12 (Dmmm^m(D{^t^< th i(D^(Dm'MMm^MUV-^—:^ — i^ir^::L 
5 to 

to 

1 3 ) '^n^i^(D^m^m jfiLWif^pj.wtM> ifny oft^^^ttg. :s.t>* iL-12 
10 <Dmmm^m(D{i^fi:< t% i(D^(DmmMm^Mm^^—:^—i^-t?>^to 

ff^Pi^t^^ :s.ti^ IL-12 (Dm^^M^m<D{i^f^< thi (D^<DmmMm^Mmi^ 

•^—:fy—Kir^^ to 

1 5) »my^f>'^^^e{-l^l-^ NKT7^BlS(D|gmiitg. :SLt>^ifiLWff^Ri.*tMO/i'- 

15 tj:< th i<D^<DmmMm^Mn\^^-^—i^ir^^to 

1 6) ^;^f>'0^«(e:|^U. NKmm,<D^mhm. NKTMO^mblMs IL-12 

20 (D{P-f£< t-hi (D^(DmmMm^Mm^-^—:^—i^ir^^to 

1 8) S¥:^^^-O^M{-^l's NK?iifflJ3S(D?SttM. NKT^BISO^Ste-fbfg. :S:tJ« 

IL-12 (Dmmm±m<D{i^^^i:< thi (D^iDmrnmrn^muv-^—^—i^'t^^ 

to 

25 ^^IJ ; 

1 ) NK mm<Dmmhm. r-c^ nkt mm<Dmmtm(D{}^ts:< thi (d^(d^^ 
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3 9 

2) iL-12 (Dm^M^m. Rxj^ ifny (Dm^^m^m(D{i?f£< t-hi (D^(Dmm 

10 3) ±m:^>'(D^mmmm<D:^i^ V -=-i^^Km\^. iL-12 (Dmmm^m. 
ifny <^«i*^^t^^ NKT mmo'^'mtm. jkwm^mmm. Rx^NKmrn 

15 5) %^':y(D^'mmmM<D:^^ v -^^r^^ic^u. IL-12 (Dmmm^m. ifny 

6) M;?f^<D^^f^^^lJ<D;^i^ y-:=^>'i?lC^UIFNY(D^^S^tg. IL-12 

20 mu-^— f--t-^- to 

7) M^_h^;y~i/<:0:^^?^^^ij©:^^ y IL-12 (DmmM^ 

8) mA^mm^^^(o:^^mmm(D:^^ V iL-12 (Dwrnm^m 
25 9) mi^mm:^'^^<D:^m^mM<D:^^ V -^-'^^i^w^i^. i-l-i2 (Dmmm.±m 

10) mm:^'>(D:^'m^mmm(D:^^ v-^^i^i^^i^m^. iL-12 c^^^s^ig. 
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4 0 

ifny (Dmmm^m. r-c^ il-i2 (Dm^^M^m(Dci^-ts:< thi ^jtmu-^— 
NKT mm.<Dm^^hm. rx:^ ifny oft^m^^tMc^ii^^^ < t ^ i ^s^sl--^— 

NKT mm(Dmmtm. skw^^m.^^. r^ il-i2 (Dm^M^m(Dd^f£ < ^ 
NKT ms^<Dm&itms iL-12 (^^^s^ii. ^-o^^ ifny (DmmM^m(D{i^-f£ 
NKT m^(Dmmtm.Rxj^ il-i2 coM#M^t^(^ii'^^^ < ir ^> 1 ^m^s. i^-^— 

25 

4. ;?f^^<D:fe^m^^ij(Dff^ffi^-e&o-c. ^^^^mmmRt^/x^mmmmiz 
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ii--r hyf7^>'(TNFa. IFNy. IL-12)^fl^ bT CTL ^filtt-fb-T 5f^^. (3)NK 

1) ©Thl f-'Y h:*-f ^(TNFa. IFNy> IL-12)^f|^ CTL ^^Stt-fbi-S 

2) ©Thl i^-f b:^'f >^(TNFa. IFNY^ IL-12)^^^ CTL ^^^ttf^-f-^ 
3 ) (3)NK lfflJ3S#:(7)ii^P b < fi-^Of^tt-fb^-^^ ^ ®NKT 

20 1) ©Thl h;357-r ^-CTNFQs IFNy. IL-12)^^^ LX CTL ^f^ffifb-T ^ 

2) ®Thl f-^ h:5&-r i/(TNFa. IFNy. IL-12)tr^^bT CTL ^^Stt^fbi"^ 
25 5 ^^^/^^^y ^ #M 3?: ttia-a- u t ^te § :y(D:^m^mMo 
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4 2 

1 ) (DThl -^4 h:tf4 >(TNFa. IFNy^ IL-12)^^^LT CTL ^m^it-t^ 

2) ®Thl f--f ^-CTNFa. IFNy. IL-12)^^^ bX CTL ^^^lt4'^^i-t-'5 

f^ffi^^i-5^m^^^iJ^(DNK ^Jia^<^)«n^5 b< f^•^(^^g'l4{blt^^^•f 
8. m±m:^>'\^M'r^:^mmmMxhox. &.T<Dm:^^^^mu^th^m^ 

1) ©Thl f-'f h:;^-^ >'(TNFa. IFNY^ IL-12)Sr^^LT CTL Sr^S'f4'fb-f-§ 

2) (DThl 1^-r h;^-!' ^^(TNFa. IFNy> IL-12)^^# LT CTL ^^S'l^Ybf -5 

9. a)skw^±m.Wf^m(Dm&7!)^vEGFm(D-^^-i-:^m c-vegf) x. ©thi 

f--r h:^^:/(TNFa. IFNys IL-12)^^^bT CTL Sr^^tt'fkl-^f^fficDrliJ^ 
^S, IFNy m^mtl (IFNy ft) ^ b < IL-12 m^mtl(Ih-12 imXJLi-i CDS 

(+) V :^m(Dm:m'^—:^-x. (DNK«^% b< fi-^cD??|'|4'fb'm 

m(7:>mMi)^ CD3(-)CDl6l(+)^> b< CD3(-)CD161(+V^— :7;^ V l^m.(D 
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4 3 

CD3(+)CD16l(+)'b b< U CD3(+)CD161(+)/^-7^ V >-fit(D^®^ — 
(DThl h;*-r i/(TNFa.IFNYsIL-12)^^^L-C CTL ^mmt-T^i^m. 

< (i-?:0^#'fbf^ffl,xf^®NKTm#:^, U< {i-e(7)^§fe^t^f^ffi^;ti-§y^f>' 
mRwxmmmmK^mi.^ t>oT. ©Thi i^-r h;^7'i'>'(TNFa. ifny^ 

IL-12)^^^bT CTL^?Stt>ft^-t-Sf^M(Z)^;as^fiCD^#{i, r<7)^^|$Wb 
^i-cDM;^^f|fffii-§;5\ Xf±@Thli^-r h;=57-f ^-CTNFa. IFNy. IL-12) 

&«i^bT CTL ^mmiti-^i^m^^-r^^^^:^mmmm(D^-vfiik:}7i-^^ 

(DThl -f-^ h:^4 >'(TNFa.IFNY.IL-12)Sril^bT CTL ^rn'mt-t ^i^m. 
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4 4 

13. (X)!&L^^mK^f^m(Dim&^Y^Q'Fm(D^^iryi.^ C-VEGF) -e. (D 
Thli^-r h:^-Y^(TNFa. IFNy. LT CTL ^?&#'ft:-f-5f^ffi(D 

7fJ^;dS. IFNy^^fg^ (IFNy^fi) ^ L < IL-12 M^tg::^(IL-12 
CDS ( + ) 17;^- y VfitOSE-^ — T?, ©NKlffllS^:^ b< 

{bf^>m©S!l^^S CD3(-)CD16l(+)^> L< « CD3(-)CD16l(4-V^— :7;^ P 

CD3(+)CD161(+)^> b< CD3(+)CD161(+)/^— :7;^ y WgCD^ffi-^ — 
©Thli^-r h;i7^^(TNFa. IFNy. IL-12)^^^ UT CTL 

15. ®JkWff^P-i-*f^ffi(7)a'J^;?iS VEGFj[t(Z)-v-r-:^^fi: (-VEGF) © 
Thl-f--Y h;57-r ^'(TNFa. IFNY^ IL-12)^M^ LT CTL ^^t4'ft:i-'5f^^C5 
IIIJ^^S. IFNy^^II:^ (IFNy^it) h\.<\tlL-12m^-mt}(JL-12m)X-Jl.\t 
CDS ( + ) ^■<—-y:tVlyU(Dmm-^—fy — X, (DNK^EBJi^iJcfe b< fi-^cDM-'ft 
fk{'^ffl(^ll!l^^S CD3(-)CD161(+)^> L< CD3(-)CD16l(+V-^-:7;^ y 

CD3(+)CD16l(+)% b < CD3(+)CD16l(+)/^°— y ^^fi:(^^ffi-^— 
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4 5 



1 6 . mm 1-15 (D{^M>~i^mm.(Dmn^mm vfc:ff:ym^(D'f->-^/ux- 



5 17. ft^ii 1-15 (Dmfht>-'\zLmm(D-mmL^mm }^fz.:ff-^m-^(D-^>y7^' 
1 8 . mi^m 1-17 (D{nfif)^~\z.mm(omn^Mm i^ti^i^cDmm:}^^ 

10 2 0. ft^:® 1 9 (Dmmmm^^mm i.tcmm:^mo 
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1/17 

mi 



4ta(NK.NKT.INFr.VEGF) 





NKT 
(CD3+C 
D161+) 


NK 
(CD3- 
GD161+) 


INFr 


-VEGF 


ii3>(n=46) 


0.06 


0.19 


0.12 


0.24 




0.07 


0.29 


-0.08 


0.13 




0.28 


-0,01 


0.08 


0.20 


*lA*>(n=54) 


0.08 


0.08 


0.02 


0.08 


Blliil^]Mn=16) 


-0.53 


0.03 


-0.03 


0.09 


IL:tfMn=66) 


-0.18 


-0.06 


0.19 


0.02 


tt:tfMn=59) 


0.11 


-0.01 


0.23 


0.06 
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Box I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [x] Claims Nos.: 17, 18 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claims 17 and 18 pertain to methods for treatment of the human body by 
therapy and thus relate to a subject matter which this International Searching 
Authority is not required, under the provisions of Article 17(2) (a) (i) of 
the PCT and Rule 39.1 (iv) of the Regulations under the PCT, to search. 

2. j I Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. [ I Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box n Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 
(See extra sheet) 



1. I I As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. I X I As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. I [ As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. I I No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 

The additional search fees were accompanied by the applicant's protest. 
No protest accompanied the payment of additional search fees. 
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Continuation of Box No-II of continuation of first sheet (1) 

The present application has the following 18 groups of inventions. 

1. Claims lto4, 6, 9 to 16, 19 and 20: remedies for scirrhous gastric 
cancer and a method of screening the same. 

2. Claims 1 to 4, 6, 9 to 16, 19 and 20: remedies for non-scirrhous 
gastric cancer and a method of screening the same. 

3. Claims 1 to 4, 7 to 16, 19 and 20: remedies for colon cancer and 
a method of screening the same. 

4. Claims 1 to 4, 8 to 16, 19 and 20: remedies for prostatic cancer 
and a method of screening the same. 

5- Claims 1 to 4, 7 to 16, 19 and 20: remedies for breast cancer and 
a method of screening the same. 

6. Claims lto5, 9 to 16, 19 and 20: remedies for lung cancer and 
a method of screening the same. 

7. Claims 1 to 4, 9 to 16, 19 and 20: remedies for lung squamous cancer 
and a method of screening the same. 

8. Claims 1 to 4, 9 to 16, 19 and 20: remedies for lung small-cell 
cancer and a method of screening the same. 

9. Claims lto4, 9 to 16, 19 and 20: remedies for lung large-cell 
cancer and a method of screening the same. 

10. Claims 1 to 4, 9 to 16, 19 and 20: remedies for lung adenocancer 
and a method of screening the same. 

11. Claims 1 to 4, 9 to 16, 19 and 20: remedies for malignant melanoma 
and a method of screening the same. 

12. Claims 1 to 4, 9 to 16, 19 and 20: remedies for liver cancer and 
a method of screening the same. 

13. Claims 1 to 4, 9 to 16, 19 and 20: remedies for uterine cancer 
and a method of screening the same. 

14. Claims 1 to 4, 9 to 16, 19 and 20: remedies for uterine cancer 
and a method of screening the same. 

15- Claims lto4, 9 to 16, 19 and 20: remedies for kidney cancer 
and a method of screening the same. 

16. Claims 1 to 4, 9 to 16, 19 and 20: remedies for tongue cancer 
and a method of screening the same. 

17. Claims 1 to 4, 9 to 16, 19 and 20: remedies for ovarian cancer 
and a method of screening the same. 

18. Claims 1 to 4, 9 to 16, 19 and 20: remedies for pancreas cancer 
and a method of screening the same. 

Since the technical features of the groups 1 to 18 respectively reside 
in combinations of markers different from each other, they have no single 
general inventive concept in common. 
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